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Proposed Revised Claims for 1275/190 



L (once amended) A method of providing an iron oxide complex for administration to a 
mammalian subject, the method [comprioing ] consisting of : 

producing a carboxvalkvlated reduced polysaccharide iron oxide complex; and 
sterilizing the complex by autoclaving. 

2. (no change) A method according to claim 1, wherein the reduced polysaccharide is a 
reduced polymer of glucose. 

3. (no change) A method according to claim 2, wherein the reduced polymer of glucose 
is a reduced dextran. 

4. (no change) A method according to claim l s wherein the reduced polysaccharide is 
produced by reacting a polysaccharide with a reagent selected from the group consisting 
of: a borohydride salt, and hydrogen in the present of an hydrogenation catalyst. 

5. (cancel) A method of providing an iron oxide complex for administration to a 
mammalian subject, the method comprising: 

producing a derivatized reduced polysaccharide iron oxide complex; and 
sterilizing the complex by autoclaving. 

6. (cancel) A method according to claim 5, wherein producing the complex includes 
derivatizing a reduced polysaccharide by carboxyalkylation. 

7. (once amended) A method according to claim [6] 1, wherein [ th e carboxyallcylation is 
a oarboxymothylation ] producing the complex includes carboxvalkvlating a reduced 
polysaccharide bv carboxvmethylation. 

8. (no change) A method according to claim 7, wherein the reduced polysaccharide is a 
reduced dextran. 

9. (no change) A method according to claim 8, wherein the administration to a 
mammalian subject is administration to a human. 

10. (once amended) A method according to claim [§] I, wherein the [de rivatiz e d ] 
carboxvalkvlated , reduced polysaccharide isolated as [the] a sodium salt does not contain 
an infrared absorption peak in the region of about 1650 cm" r to about 1800 cm" 1 . 

11. (once amended) A method according to claim [&] J., wherein producing the 
[ d e rivatiz e d] carboxvalkvlated reduced polysaccharide is achieved at a temperature of 
less than about 50 °C. 
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12, (once amended) A method according to claim 1 1, wherein producing the 
[dorivatized] carboxvalkvlated reduced polysaccharide is achieved at a temperature of 
less than about 40 °C. 

13. A method according to claim [#] 1, wherein the iron oxide is superparamagnetic 

1 8. A reduced polysaccharide iron oxide complex produced according to the method of 
claim L wherein the produced [sueh] complex [b e ing] is stable at a temperature of at 
least 100 °C 

19- (once amended) A reduced polysaccharide iron oxide complex according to claim 
18^ fsttebi wherein the produced c omplex [feeiftg] is stable at a temperature of about 121 



20. (once amended) A reduced polysaccharide iron oxide complex according to claim 
19, [saeh] wherein the producedx omplex [befflg] is stable at a temperature of at least 
about 121 P C for a period of time effective to sterilize the complex. 

21. (cancel) A reduced polysaccharide iron oxide complex according to claim 18, 
wherein the reduced polysaccharide is derivatized. 

22. (once amended) A reduced polysaccharide iron oxide complex according to claim 
Jji, wherein the [dorivatized ] carboxvalkvlated reduced polysaccharide is selected 

from the_group consisting of a [carboxyolkyl ] carboxymethvl. carboxvethvl and 
carboxvpropvl reduced polysaccharide. 

23. (cancel) A reduced polysaccharide iron oxide complex according to claim 22, 
wherein the carboxyalkyl is selected from the group consisting of carboxymethyl, 
carboxyethyl, and carboxypropyL 

24. (once amended) A reduced polysaccharide iron oxide complex according to claim 
[32] 22, wherein the reduced polysaccharide is a reduced dextran. 

25. (once amended) A reduced polysaccharide iron complex according to claim 22, 
wheiein the [d e fit vatized ] carboxvalkvlated reduced dextran is a carboxymethyl reduced 
dextran. 

26. (twice amended) A reduced polysaccharide iron oxide complex according to claim 
24, wherein [tho amount of dcrivatization of ] the carboxvalkvlated reduced dextran [4s] 
comprises at least about 750 micromole of carboxyl groups per gram of polysaccharide. 

27. (twice amended) A reduced polysaccharide iron oxide complex according to claim 
26, wherein [ t h e lev e l of dorivatization of ] the carboxvalkvlated reduced dextran [is] 
comprises at least about 900 micromole of carboxyl groups per gram of polysaccharide. 
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28. (twice amended) A reduced polysaccharide iron oxide complex according to claim 
27, wherein [ the amount of dorivatisation of ] the carboxvalkvlated reduced dextran [is] 
comprises at least about 1,10 micromole of carboxyl groups per gram of polysaccharide. 

29. (twice amended) A reduced polysaccharide iron oxide complex according to claim 
[36] 28, wherein [tho amount of dorivatization ef | the carboxvalkvlated reduced dextran 
[is] comprises [at least] less than about 1500 micromole of carboxyl groups per gram of 
polysaccharide ^ wharoin paid complex remains a colloidal suspension without subotantial 
aggregation] wherein said complex does not form subst antial particulates. 

35. (thrice amended) An improved method of administering to a mammalian subject a 

ysaccharide iron oxide complex [ of the typo wh e r e in thoro is a risk of edematous 
fespease], wherein the improvement comprises [ utilizing for administration a derivatiz e d ] 
administering a carboxvalkvlated reduced polysaccharide [e ompo s itioa] iron oxide 
complex [and in derivatizing tho polysaccharide, providing ] having an extent of 
[dorivatization] carboxvalkvlation sufficient to produce decreased edematous response to 
the [ derivatized composition go that thoro is a decreased odomatous rosponoe] 
carboxvalkvlated complex in comparison to [utilizing a ] an edemato us response to an 
administered polysaccharide that has not been thus [ derivatiz e d ] carboxvalkvlated. 



\ 




36. (thrice amended) An improved method of administering to a mammalian subject a 
polysaccharide iron oxide complex wherein the [composition includ e s] polysaccharide in 

e complex is dextran [ of the typo wh e rein there is a risk of odomatous roapono e], 
wherein the improvement comprises [utilizing for administration a carboxyalkylat e d ] 
administering a cartoxvmethylated reduced dextran [in lieu of dextran ] iron oxide 
complex [ and in carboxymothylating th e dextran, providing] having an extent of 
carboxymethylation sufficient to produce decreased edematous response to the 
[derivatized composition so that thoro is a decreased edematous response] 
carboxvmethvlated complex in comparison to [utilizing a ] an edematous respon se to an 
administered dextran that has not been thus [derivatiz e d] carboxvmethvlated . 



39 (twice amended) A method according to claim 36, further comprising sterilizing the 
[ composition ] complex i>y autoclaving^ 



40. (cancel) A method according to claim 39, wherein the subject is in need of a plasma 
extender. 



41. 



A method according to claim 36, further comprising providing a solution of 
an iron salt to form a carboxymethylated reduced dextran iron colloid formulation 
producing decreased edematous response. 

42. (twice amended) A method according to claim [44] 36, further comprising sterilizing 
the carboxymethylated reduced dextran iron [formulation ] oxide complex by autoclaving. 
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43. (no change) A method according to claim 42, wherein the subject is in need of iron. 

44. (no change) A method according to claim 43, wherein the subject in need of iron is 
selected from the group of: a cancer patient, a gastroenteritis patient, and an 
erythropoietin recipient. 

45. (thrice amended) A method of magnetic resonance ima ging (MRl) according to 
claim [11 of magnetic resonance imaging (MFJ)] 36 of the type including a reduced 
polysaccharide[-4erived] iron oxide MRI contrast agent, [whoroin there is a risk of 
edematous response], wherein the improvement comprises administering to the subject an 
effective dose of the contrast agent to [ebtafe] facilitate magnetic resonance imaging 
(MRI) of a tissue or organ [so that] wherein there is a decreased edematous response in 
comparison to [utilizing] an edematous response when an unmodified polysaccharide 
contrast agent is administered . 

46. (twice amended) A method of magnetic resonance imaging according to claim 45, 
wherein the improvement further comprises administering [ an effective doso of the ag e nt 
to obtain an MRI, followed within a single clinical vioit by ad m inistering a farther 
off cct iT o dooo , to nbt ni " » fin+w \au] successive effecti v e doses of the contrast agent to 
facilitate successive magnetic reson ance imaging of a tissue or organ, 

47. (once amended) A ^ [ a i thnv nf Hnimr . Afi >] claim 45. wherein the 
effective dose is about 0. 1 to about 4.0mg of iron per kg of body weight of the subject. 

48. (no change) A method according to claim 47, wherein the effective dose is about 0.2 
to about 0.6 mg of iron per kg of body weight. 

49. ( no change) A method according to claim 47, wherein the effective dose is about 0.4 
to about 1.0 mg of iron per kg of body weight. 

50. ( no change) A method according to claim 47, wherein the effective dose is about 1 .0 
to about 4.0 mg of iron per kg of body weight. 

5 1 . (once amended) A method according to claim 46, wherein the [ interval betw ee n 
administering] successive effective doses [ and administering the further effective dose is] 
are administered less than one hour apart . 

52. (once amended) A method according to claim 51, wherein the [ interval between 
administoriag] successive effective doses [and administering the further effectiv e dos e is] 
are administered less than thirty minutes apart . 

53. (no change) A method of providing a contrast agent for in vivo MRI of a subject, 

comprising the steps of: 

formulating a composition which is a carboxymethylated reduced coated 
ultrasmall superparamagnetic iron oxide colloid; and 
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terminally sterilizing the composition by autoclaving. 

A method of providing a hemalinic agent for treating a subject deficient 



i£f^~~54. (no change 

] in ironj^comprisipi the steps of: 





fbnSHafog a composition which is a carboxymethylated reduced coated 
ultrasmall iron oxide colloid; and 

terminally sterilizing the composition b y autoclavi ng. 

55. (no change) A method according to claim 53 or 54, having the further step of 
providing the autoclaved composition in a unit dosage. 

56. (cancel) A kit containing multiple dosages of [the] an agent prepared by the method 
of claim 55. 

57. (twice amended) An improved method of thefore/or [ o btaining] administering a 
pharmacolog ical polysaccharide composition [ for pffirmacologioal use from a 
polysaccharide whoroin thoro is a risk of edematous response ], wherein the improvement 
comprises prior to administering : 

reducing [ and oorboxylating] the polysaccharide; and 
[in] caxboxylating[, providing] to an extent [ of carboxylation] sufficient to 
produce a decreased edematous response to the [ obtained carboxyolkylated] administered 
polysaccharide composition in comparison to [mothod for providing a ] an edematous 
response to an administered unreduced uncarboxvalk vlated polysaccharide [composition 
for pharmacological use obtained from an u nm odified polysaccharide] , 

58. (once amended) A method according to claim 57, wherein the [ pharmacological us e 

jr] j n inirn nHrninWrntinn] method farther comprises: 

nHTninisterin p the reduced carboxvalkvlated pharmaco logical polysaccharide 
composition to a mammalian subject as a plasma extender. 

59. (once amended) An improved method of thejfypejfor obtaining a composition for 
pharmacological use from a dextran, wherein the movement comprises: 

reducing [and oarboxymothylatin g] the dextran; and, 
[ia] carboxymethylating the dextran[, providing] to provide an extent of 
carboxymethylation sufficient to produce decreased edematous response to the [ obtained 
oarboxymothylated] administered dextran composition in comparison to [ ^ method for 
obtaining al an edematous response to an administered unred uced uncarboxvalkylated 
polysaccharide [ composition for pharmacological uoo from an unmodified dextran ] > 

60. (once amended) A method according to claim [S9\ 57, having the further step [after 
the reacting step,] of sterilizing the [ carbox^TOOthylated ] carboxvalkvlated reduced 
dextran composition. 

61. (no change) A method according to claim 60, having the further step after the 
sterilizing step of providing the sterile composition as a single dosage unit. 
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62. (no change) A method according to claim 60, having the additional step of 
administering the composition to a mammal in need of a plasma extender. 

63. (no change) A product for use as a plasma extender produced by the improved 
method of claim 60. 

64. (once amended) A reduced fd e ri vatiz edl carboxvalkvlated polysaccharide iron oxide 
complex which is stable at a temperature of about 121 °C, wherein [the] a sodium salt of 
the complex does not contain an infrared absorption peak in the region of about 1650 



cm' 1 to about 1 800 cm" 1 . 

65. (cancel) A reduced derivatized polysaccharide iron oxide complex according to 
claim 64, wherein the polysaccharide is carboxyalkylated. 

66. (once amended) A reduced [dorivatiz e d ] carboxvalkvlated polysaccharide iron oxide 
complex according to claim 64, wherein the polysaccharide is [carboxyalkylated] 
carboxvmethvlated . 

01275/00190 220684.1 



-1 






6 

Received from < 6174287575 > at 1013/02 1 :20:31 PM [Eastern Daylight Time] 



